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Solid-phase methods
• Protected peptide nucleic acids modified at the C-terminal have been prepared
using both Boc and Fmoc protection on the allylic HYCRON linker (Seitz,
Tetrahedron Letters, 1999, 40(22), 4161-4164).
• Ureas have been prepared from Fmoc-protected amines in a one-pot process on
solid-phase support (Chong and Petillo, Tetrahedron Letters, 1999, 40(24), 4501-
4504).
• The SPOT solid-phase library synthesis method has been used for the generation of
peptide-peptoid hybrids using amino-functionalised cellulose membranes (Ast et
al., Tetrahedron Letters, 1999, 40(23), 4317-4318).
Novel linking strategies
• Guanidines have been prepared on solid-phase support using a traceless acyl
isothiocyanate resin linker (Wilson et al., Tetrahedron Letters, 1999, 40(21), 3999-
4002).
• Di- and tri-substituted guanidines have been prepared on a four-armed soluble
support and isolated by size-exclusion chromatography (Chang et al., Tetrahedron
Letters, 1999, 40(24), 4477-4480).
• New functionalised hydrocarbon linkers have been generated by using the Suzuki
cross coupling reaction (Vanier et al., Tetrahedron Letters, 1999, 40(23), 4335-
4338).
Novel solid supports
• Efficient labelling of peptide nucleic acids is prevented by the absorption of
activated fluorophores onto polyethylene glycol-polystyrene supports. The use of
an unactivated fluorophore blocks the resin and will allow specific labelling
(Mayfield and Corey, Bioorg. Med. Chem. Lett., 1999, 9(10), 1419-1422).
• Lithiation reactions of halogenated compounds have been successfully carried out
by using naphthalene or biphenyl supported polymer with an excess of lithium
(Gómez et al., Tetrahedron, 1999, 55(22), 7017-7026).
Novel library methods
• A one-pot method for the synthesis of branched oligosaccharides has been devised
that relies on the glycosylation of glycosyl bromides and phenylthio glycosides
(Yamada et al., Tetrahedron Letters, 1999, 40(24), 4581-4584).
• Solution-phase periodinane-mediated oxidation reactions can be readily purified
using a new thiosulphate derived resin (Parlow et al., Tetrahedron, 1999, 55(22),
6785-6796).
Building blocks
• A new and highly effective method for the synthesis of Nω-substituted arginines as
peptide chemistry building blocks has been devised (Székely et al., Tetrahedron
Letters, 1999, 40(23), 4439-4442).
Library templates
• The enantioselective solid-phase synthesis of α-amino acid derivatives via the
alkylation of resin-bound glycine imine has been further described (O’Donnell et
al., Tetrahedron, 1999, 55(20), 6347-6362). By using quaternary ammonium salts
based on cinchonidine or cinchonine high levels of enantioselection were possible.
• α-Amino acids have been prepared by the addition of radicals to resin-supported
dehydroalanine (Yim et al., Tetrahedron Letters, 1999, 40(24), 4535-4538).
Library applications
• Hydroxamic acid based inhibitors of TNF-α convertase have been prepared on the
acid-sensitive Sasrin linker-functionalised resin (Barlaam et al., Tetrahedron, 1999,
55(23), 7221-7232).
• Metallopeptides synthesised both on solid-phase and in solution have been used for
the discovery of novel inhibitors of human neutrophil elastase (Shi and Sharma,
Bioorg. Med. Chem. Lett., 1999, 9(10), 1469-1474).
